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DETAILED ACTION 

The response filed on August 8, 2007 have been received and entered into the 
application. 

Action Summary 

The rejection of claims 5-10 under 35 U.S.C. 103(a) as being unpatentable over 
Jerussi et al. (WO 00/51546) in view of Morgan et al. (US 6,274,579 B1) is being 
maintained for the reasons stated in the previous Office Action. However, the rejection 
is modified in this Office Action to exclude cancelled claims. 

The rejection of claims 5-10 under 35 U.S.C. 103(a) as being unpatentable over 
Morgan et al. (US 2003/0064988A1 ) is being maintained for the reasons stated in the 
previous Office Action. However, the rejection is modified in this Office Action to 
exclude cancelled claims. 

The rejection of claims 5-10 under 35 U.S.C. 103(a) as being unpatentable over 
Morgan et al. (US 2006/01 8961 2A1) is being maintained for the reasons stated in the 
previous Office Action. However, the rejection is modified in this Office Action to 
exclude cancelled claims. 
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The rejection of claims 5-10 under 35 U.S.C. 103(a) as being unpatentable over 
Ascher et al. (US 2003/0032643A1 ) is being maintained for the reasons stated in the 
previous Office Action. However, the rejection is modified in this Office Action to 
exclude cancelled claims. 



Response to Arguments 



Applicants' arguments filed August 8, 2007 have been fully considered but they 
are not persuasive. Applicants argue that Jerussi et al. document is silent with respect 
to the treatment of Applicants' claimed "mixed anxiety-depressive disorder" and that 
Morgan et al. is also silent with respect to the treatment of anxiety. This is not found 
persuasive because Jerussi et al. teach that bupropion metabolites including (+)- 
(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol are useful for the treatment of 
anxiety disorders and depression, (page 7, lines 7-10). Morgan et al. teach that the 
activity of bupropion resides with its (+) enantiomer metabolite, (+)-(2S,3S)-2-(3- 
chlorophenyl)-3,5,5-trimethyl-2-morpholinol. Accordingly, there is a reasonable 
expectation of successfully treating mixed anxiety-depressive disorder by employment 
of the compound known to effectively treat both disorders as taught by Jerussi et al. 
Applicants argue that Morgan et al. (US 2003/0064988A1 ) (I), and Morgan et al. (US 
2006/01 861 2A1) (II), define "method of treating depression" by specifying particular 
types of depression thereby treatment of depression-related anxiety symptoms is 
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contemplated. Therefore, both Morgan et al's patients to be treated principally 
diagnosed with depression but no disclosure of treating a patient principally suffering 
from or diagnosed with an anxiety disorder as suggested by the Examiner. This is not 
found persuasive because both Morgan et al. teach that the compound, (+)-(2S,3S)-2- 
(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol, is useful for the treatment of depression 
wherein the "treatment" involving amelioration of symptoms. ([0019]). Therefore, such 
"treatment" of depression extends amelioration of the symptoms therein. The 
depressed patients of Morgan et al. to be treated with the compound obviously 
encompasses treatment of those symptoms accompanying the disease such as 
depression-related anxiety symptoms because such symptoms were contemplated by 
the treatment of depressed patients disclosed by Morgan et al. Therefore, there is a 
reasonable expectation of successfully treating mixed anxiety-depressive disorder with 
the compound, (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol taught by 
Morgan et al. effective in treating symptoms of depression-related anxiety symptoms. 
Applicants further argue that depression-related anxiety symptoms are not the same 
diseases/condition as mixed anxiety-depressive disorder as set forth in claim 6 of the 
present application. This is not persuasive because Applicants' attention is drawn to 
Kara et al. (Psychiatry Research 94(2000)), wherein it teaches that mixed anxiety- 
depressive disorder patients suffer from both anxiety and depressive symptoms, 
(abstract). Therefore, the claimed subject matter of mixed anxiety-depressive disorder 
involving symptoms of depression and anxiety deemed to fail to distinguish over with 



Application/Control Number: 10/595,916 Page 5 

Art Unit: 1617 

depression-related anxiety symptoms taught by prior art. Accordingly, the claims are 
therefore properly rejected under 35 U.S.C. 103. 



Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 6, 9 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Jerussi et al. (WO 00/51546) of record in view of Morgan et al. (US 6,274,579 B1 ) 
of record. 

Jerussi et al. teach that bupropion metabolites are useful for the treatment of 
anxiety disorder, (abstract, page 2, scheme 2, page 7, lines 7-10). Jerussi et al. teach 
that bupropion metabolites are often referred to as "hydroxybupropion" that has two 
chiral carbon atoms and exist as two pairs of enantiomer as shown in scheme 2. (page 
2, line 9-23, claims). The scheme shows Applicants active agent (+)-(2S,3S)-2-(3- 
chlorophenyl)-3,5,5-trimethyl-2-morpholinol set forth in claims 6, 9 and 10. Jerussi et al. 
teaches that the bupropion metabolites can be administered to a patient in an optically 
pure (S,S)-hydroxybupropion. (claims). Jerussi et al. do not illustrate the administration 
of the specific bupropion, (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol 
for the treatment of anxiety disorder. 

Morgan et al. teach that the activity of bupropion resides with its (+) enantiomer 
metabolite, (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol. Morgan et al. 
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teach that the (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol is formed 
from hydroxylation of the tert-butyl group of bupropion, (column 1 , lines 64-67). 

It would have been obvious to one of ordinary skill in the art to employ the 
specific bupropion, (+)-(2S I 3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol for the 
treatment of anxiety disorder because Jerussi et al. teach that the metabolite of 
bupropion particularly, (S,S) hydroxybupropion is effective for the treatment of anxiety 
disorder and because the (+) enantiomer metabolite of bupropion, (+)-(2S,3S)-2-(3- 
chlorophenyl)-3,5,5-trimethyl-2-morpholinol is a hydroxybupriopion possessing the 
activity among the metabolites and it is formed form hydroxylation of the bupropion. 
One would have been motivated to select the most active metabolite bupropion, (+)- 
(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol for the treatment of anxiety 
disorder in order the achieve an effective therapeutic benefit by administering the most 
active metabolite obtained by hydroxylation of bupropion. There would have been a 
reasonable expectation of successfully treating anxiety disorder in human with (+)- 
(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol because the effectiveness of 
hydroxybupropion metabolites in treatment of anxiety disorders is well known by Jerussi 
et al. and because (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol is most 
active hydroxybupropion as reported by Morgan et al. 

Claims 6, 9 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Morgan et al. (US 2003/0064988A1 ) of record. 
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Morgan et al. teaches the compound, (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5- 
trimethyl-2-morpholinol and pharmaceutically acceptable salts and solvates thereof, 
pharmaceutical compositions comprising them are useful for the treatment of anxiety, 
(abstract, [0019]. Morgan et al. teaches the composition can be formulated with an 
optically pure form of the compound or the salts and solvates thereof. ([0002]). 

Morgan et al. do not illustrate the administration of the compound for the 
treatment of anxiety disorder. 

It would have been obvious to one of ordinary skill in the art to employ the (+)- 
(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol for the treatment of anxiety 
disorder because Morgan et al. teach that the compound is useful and effective for the 
treatment of anxiety condition. One would have been motivated to make such 
modification in order to achieve an expected benefit of treatment of anxiety disorder, 
generally taught by Morgan et al. 

Claims 6, 9 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Morgan et al. (US 2006/01 8961 2A1). 

Morgan et al. teaches the compound, (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5- 
trimethyl-2-morpholinol and pharmaceutically acceptable salts and solvates thereof, 
pharmaceutical compositions comprising them are useful for the treatment of anxiety, 
(abstract, [0019]. Morgan et al. teaches the composition can be formulated with an 
optically pure form of the compound or the salts and solvates thereof. ([0002]). 
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Morgan et al. do not illustrate the administration of the compound for the 
treatment of anxiety disorder. 

It would have been obvious to one of ordinary skill in the art to employ the (+)- 
(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol for the treatment of anxiety 
disorder because Morgan et al. teach that the compound is useful and effective for the 
treatment of anxiety condition. One would have been motivated to make such 
modification in order to achieve an expected benefit of treatment of anxiety disorder, 
generally taught by Morgan et al. 

Claims 6, 9 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Ascher et al. (US 2003/0032643A1 ). 

Ascher et al. teaches the compound, (+)-(2S,3S)-2-(3-chlorophenyl)-3,5,5- 
trimethyl-2-morpholinol and pharmaceutical^ acceptable salts and solvates thereof, 
pharmaceutical compositions comprising them are useful for the treatment of anxiety, 
(abstract, [0020]. Ascher et al. teaches the composition can be formulated with an 
optically pure form of the compound or the salts and solvates thereof. ([0002]). 

Ascher et al. do not illustrate the administration of the compound for the 
treatment of anxiety disorder. 

It would have been obvious to one of ordinary skill in the art to employ the (+)- 
(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethyl-2-morpholinol for the treatment of anxiety 
disorder because Ascher et al. teach that the compound is useful and effective for the 
treatment of anxiety condition. One would have been motivated to make such 
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modification in order to achieve an expected benefit of treatment of anxiety disorder, 
generally taught by Ascher et al. 

For these reasons the claimed subject matter is deemed to fail to patentably 
distinguish over the state of the art as represented by the cited references. The claims 
are therefore properly rejected under 35 U.S.C. 103. 

None of the claims are allowed. 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jennifer Kim whose telephone number is 571-272-0628. 
The examiner can normally be reached on Monday through Friday 6:30 am to 3 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Jennifer Kim 
Primary Examiner 
Art Unit 1617 
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